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f^|§(Cyclooxygenase 3c COX)-2 (COX-2)A«li&#tefflfHfflM4fc'£4ftK 



ttW COX WtHfflJfflttJfcW. 

W^iE^^rtM^ft^-BIWMftaziltCox-i *n cox-2oCox-i 

WJtttojEttSbtftj&Mft/l. COX-2 ^K^^ftffitfL^R. t^{£^^ 

wih^r* cox-2 fiW7*mEfir*&*R. 

^F^-^SI^MSM«^i!l^Si x-^lt^^^F^^BJ, cox-i Si 

cox-2 6titc*m^^r« 6o%^@!W), ^tt4>^»±n^sas* 

ffi^. JP COX-1 M COX-2 mis 

mnMsiZo j&£h cox-i m cox-2 y£1£4"i>AP£b#Ji^^S 

H^TE^^tii^^j cox-i *n cox-2 m%imm.&,'ZWt&tt> cox-i 

SI COX-2 fi«j4fc&&-530, ^^m^lDBtWf!! COX-1 ft COX-2 

giitb, w»riffi#*^-tt cox nnmmikm, ^®mmt& s *&. 
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ft !5 x BR Y ft* S »t, -5t* S JR^ffi&to R, A R 2 ABtfWt**Rft to 

f So 

2,3-— ffi|l$4b^4fe. 

sfBR«Bfe^tt3ai^ 1-3 -t&jfcifeftg c,-c 6 se^«i^ai. c r c 6 

lttiBfc£«i*M*> **> Hi> — (C r C 3 M*¥ffe^> 
ES$tm*. ti^ 1S^ 5@S> »*(C,-C 3 )*S*. (c t -c 3 

fifatw "c r c 6 i:^^5:^S" fc. «n, fl. -iew 

i, IET£> ^TI> #T*s ftT*. J&3^ #J&^> if 

j£S> lESS^. fS, W*WTa6*tt3&Wi ¥S*n 

ie^^s. ietm> &Tmm, #tm^ ht«s. 

jEP3*U^ &!%m.m> iETft*. I£T*U^ #TfcS, &Tfl^ 
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4PZ»»#J8c*> 

|QZ.j|*JKtt. Jtf*L*yR** 4P**Bc** *f**IRS, 

mWk*&&* 4u«i*r»> 

xr«I£S> 4!tt;$]Bc£^ PUflfeJPUfc*, Xtffi**JR*. 4W8**Ifc 

g> NiiisaMKS. x«r»**i8c*, mmm^mm. 

IQft?«ES¥JKS^ 
m^^> 4P¥*UW&^ X*Z»fc*#JSc*> 
Zi&M^^ fUZ»*t^ieS> Xsr««g6*JK36. 4POTft£*fic*^ 

mms^jRS* ytim.mmwt3tm^ ^m.mmm^mm> mmmm 
itstt&s* ^ts*is> wm.m%mm, iHmsfM, 

m&tpm^j&m, Mz.mm^mm. wz> 

m> mzsWtn.m^&m^ m N,N-zfin$ii^ m n,n-— 

-6-^-^j^s> 2-mm-5-m.3£&m, 2-m^-4-u^m. 2-^-3-m 
3-»gi-2-ii*jR*. 3-mm-6-u^mm. 3-mm-4-m^mm, 
2-%m-5-u^m> 2-ja¥*-4-**R** 4-* 

S-5-¥ft^-2-m^J^S. 2-*»a£-4-¥*-5-iC:*JRa^ 2-¥£-4-58 
g-5-|«J&S> 2-^^-4,6-- ^^JK^. 2-**-4,6-=**tt«, 4- 
&a£-2,6--fc;*:]R£, 2-Mfta6-4,6-~¥*t**JBc». 2-**-4,6--¥ 
fLS^JBc^ 4-tfftI-2,6-ZlI$ii, 24&g-5-fc:£&^ 2- 
^-4-mMc^ 2-^^-3-m^lS^^ 24K£-3-JK*jRa^ 2-^-4- 

ft*JB£* 2-f§fc*-6-¥***JBc»* 34M6-6- 4-^36- 

S-2-¥S*JKS> 4-3£*-2-¥»J8*. 5-^S-2-¥S^JKS> 2-% 

2-¥^-3-^f m^mm. 2-fi-5-^¥Sfigi> 2-^1-4-^1^ 
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s> 3-^m-4-mm^mm, 3-mm-4-&m%mm^ 4-mmk-2-w&3t 

J&*> 3-W-4-fi?iI> 2-W«36-4- *r 
4P¥S5WS> 2-K£¥?MEi Hfcifc-2- 

nHH35E-3-fC^> nttiS-4-MS> 5-^«-2-^> 5-&-3-?8*itti£ 

£tt!&-2-ft£. 5-ffi*nfcee-2-M^ 3-¥«fei£-2-tsa^ 4-¥*«kBfe- 

2-SI, 5-¥^ntbP^-2-ES> 6-¥IR^•2-tI^ 4,6-— ¥*HftBfe-2- 
^S, 2-¥**HttBe-5-*i;£. 5-fCHl«-2-&^ 2-UHftBfe-3-»*, 2- 

3,5--m^-2-m,m, 3,5--icnit^-2-ms> 4-?i-3- 
mm-4-&m> 5-mm&-2-n.m, 2,6--&m 

V%fe-4-n.&> 4,6--¥«,*«^Bt-3-^*> 4,6--¥^,S^^-2-mS> 4- 
»*-6-¥**IJl-2-«Ca6> 3-J£3MBfe-2-»a^ 4-¥ft^-5-¥S«-2- 
^CS. 2-¥fLS^e$-5-iCS> 4-E-6-¥SBfB£-2-^,^> 6-&-2-¥5K* 
4,6--m^BS-2-SS> 4,6--f[P£l&-5-gCS> 4-^^flg 

B£-2-gtS> 3-ffi*l«lJl-2-«;aiSE 5-*ra«-2-m^o 

a=ttifcW&ifc2r* + . R 2 UJlSW^ffi^W Y S7&/8*t¥ 
^J5£^> 4P¥*JR*. 5tfZ»a«R*. ^PZ»36*ISc*. 

raz»**JK*. X**C:fc&^ 4Pl«Jgc^ fU«C*JKS. X5MR*JK3i. 

^pm*^*> (sjir^j8c*> xm^j&s. 4p«i^jbcS. rasMus*. 

JttW*R*> ^fiK^JSS. f«*J&S> X5HB**JR*^ 
^ tt&S*J&&. «S»£*J&a^ 

^¥ti^> itfii^i> ra«t¥***K«, 

^¥fC**^> IH¥*ta6*Bc*> X*Z»*t**JBc36. 

z>m.m^&m* raz»*U£*i8c*> ^iis*i^i> 4P«»*^JKai. 

nflUftSttRS* X*M6*fc5¥:Jtt** 4K«HltiUftKS, RMM 

^iKs^tts. notts^^ 
4PtB¥36*JK*^ m&wmitfcm* Mz^mm^mm^ $uz» 

lSf^S> HZ.Ifc£*lK&; x*z.muE*j&a^ 4ur.««c**jR 
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2-%Lm-5-m.3E&m, 2-mm-4-m.^mm, 2-mm-3-m 
3-mm-2-m.3tmm, 3-mm-6-m.^mm, 3-mm-4-m^mm> 

4- 3£*-3-**jfc** 2-w<m-5-u^mm, 2-»¥*-4-«c*jr*. 4-8* 

5- 5-¥£l,*-2-*C#]8c*. 2-liI-4-fl-5-ifil> 2- ¥ £-4-58 

s-s-h^jk*, 2-mm-4,6-~m.^mm. 2-^s-4,6--a^^a^ 4- 
&£-2,6-ziM*tttt, 2-^36-4,6-- 2-maM,6--¥ 

4-ft¥«-2,6--5iS^J^*, 2-f^-5-H,«^ 2- 
S*S-4-*;*I8c** 2-3fft3£-3-JK*jR*. 2-flCS-3-JK*JK£^ 2-i^-4- 
2-li-6-?tI*iI> 3-&£-6-EF*.2»JBc*> 4-^- 

6- ¥*t*«^, 2-tI-4-fI$|ci^ 2-ii-3-fi$ii, 3-Sfc 
*-2-¥^^^*> 4«-2-fIfiI, 5-&S-2-¥»3Uffi^ 2-m 
S-5-¥S^J3^S> 2-g?l-6-fSffS, 2-jgfS4.fi«, 
2-¥^-3-l£Ef } ^J&^ 2-¥S-5-g¥ifM> 2-HC»-4-lgS*JK 
^> 4-tS-2-iS$il^ 2-¥I-4-«i$iI> 2-|B2£-3-»**IBc 

3-iBai-4-ift**iBc*. 3-**-4-«**be«. 4-mmm-2-wm%. 
mm, 3-mmm-4.wm^mm, 2«s-4-¥S$ii^ *r 

¥SfiS> fSJ¥^5M^ 2-^*^**» Bft«-2- 

Hi, fltfc!Jt-3-&*. RttB£-4-MS. 5-&Hfcl>£-2-&^ 5-21-3-58311%^ 
-2-fCS> 4-¥£-3-5g£Pfcl£-24SCg> 4-¥£-5-583£l4fcl$l-2-&*. 3-58 
^Rth^-2-m^> 5-5»PtfcPjl-2-ft^ 3-flBltP^2-tS^ 4-¥SPlM- 

2-fiC*^ 5-¥Sntfci£-2-fCS> 6-¥Sotk^-2-^S> 4,6--¥^ntb®-2- 
fi^ 2-¥«^ntt^-5-SS. 5-tCnt«-2-i^ 2-£nfce£-3-&«. 2- 

*CH|fc!£-5-fi^ 3,5-~&PH;l$£-2-3S*> 3,5--m,^-2-m,m, 44S-3- 

5gspttp£-2-ic^ 4-¥^-5-5^^ph:^-2-es> mm 
m^.-2-m.m, m^.-4-m,m, s-mmte-i-nm, 2,6-r.^m 
mm-4-n.m> 4,6-~^m t m^-3-nm, 4,6--wm.m®fe-2-m.m^ 4- 
^m-6-wmm^-2-mm, 3-&mm&-2-n.ms 4-^m.m-5-wm^-2- 

9,&. 2-?**flfB6-5-«t*. 4-ft-6-¥^B»-2-fCS> 6-t[-2-¥®SS* 
*-4-&*. 4,6-nHl«lg-2-*C*. 4,6--fd«-5-fC^ 4-fSf 
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5- ^^-6-(^m*J^)-2,3-ntl:i^-K; 

6- ^m-5-(^ m ^)-2,3-fit b£ - m 

5,6--(^P«;^JK)-2,3-PH:^-S; 
5,6--(^^ft^«)-2,3-ntt P£-l!; 

5,6--(^Sim^^)-2 ) 3-ntbi^z:|||; 
5,6-- (^m^JK)-2,3-nH:i^— ffi ; 

5,6- - (it^J3£)-2,3-PltP£ ~ m ; 
5,6- -(4P ^ ^ J^)-2,3 - Pfcfc — M : 
5,6--(^¥*^)-2,3-PtfcB£— H; 
5-*f Z,m^-6-^-2,3-Pftl^-ll ; 
5,6- ~(fH] ¥®fc^JBc)-2,3-Rtt;P£ — S, 
5,6--(fHj^^)-2,3-HH:P^-il; 
5,6--(fa] ZH5t^^)-2,3-Ptkl^-il ; 
5,6-~ (^^^^Jg)-2,3-Ptkl^-li o 




Z ^ H Wt&M; 
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r 4 nh 2 0% in) 

R 5 SH (jfc IV) 

^SMWEMET. £ 10-80°C£j£ 0.2-20 /hHto 
tt»ISfcS> MM* IKS, fig£. IftS. &aKC,-C 3 )*fe*. (Q-C3 

xt^t^iftaiw^Mfti. ^rt^^j^sm dna &7ftt# 

^SEtt^rfe*, JRIE io-80°C6<]mffll*lo ^.ffiffl 

4b^«fitt^**»W*fe»*4h«l»t. fijMU*— jftttifc* 20°c-so 

°C, Httife 40-60 °Co 

Ht, ^/S^S— mfti&Zl IO'C-60'C, 25-45°C, 
30-40 °C» 
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IfiJ— fc£ifc:fi£JqA10fiJffi#* + . •&pT!M#»A5iJ£&#^4 , > 

^, fcjgWBtt4fc#4Ufc*u-5a ii ft*toBL&to— mm^mnmrnm 

*Mttfc**fc**telflW»i*# 2-4 JttJnASil&JSH***. 

fC^H^^/^^JBt, rT£ 10-60 o CT> >&5£ II ff^W^iS^^i IV 
SfcsS V JJf^ttfli-6-»BJlX^»*tflS*JlPA5ll— 3fe pH HlllttftA 

*ro*3E. 0.2-20 /h^rt^o sttfflft* 

«4fc*lBt. £&ft-fe];& 0.2-10 /hat, te2Ef£3fefi<j&J&*#~F, i^MJSZ 
«,A5f> 0K.^eni> z:¥S¥SfeJK> 7Lmj£&n&W. 

^^jfij cox-i *n cox-2 faftm&ffrmfeftmfio *nwA&w>, 

A 1 ^ff^rtftWKttfi-friWxt^ cox-2 a 

Wfe#W«i#JflUB. WXjcox-lWWlHfMJIdfcJS. 

-fr<W3tf^ COX-2 ft W3ftJMt«HW^ffl. i*m&JRjft*ff3^ 
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5*1 



^2 



x y vsmmm^m, n if^ s jrt. *# 

*a x * y s w , -5* s r, r 2 mmxm^mm 



ittigiFs&iftifciww 1-3 -t-aaatifts c,-c 6 iiij^i, c r c 6 

Kfitf&ttttftS. MS. -(^-C, 

MHMtS, ISs IBS* 2£S(C r C 3 )^> (C r C 3 

mm, m**m&* ra** 

j^s. *m^j&^ ^ft^As. 

JScS. PUMftBc^ tfiB^Jfcg. 4P!g£3:J$£* EHE*^*. 

n&£;HK£* xtft 
^u^mm^mm. mnwrnm^mm. mwmm^mm. ^^mm 
fii ^zl^,s^^s> ^z-tifii, raz, 

ftl^M^ at0tft£;$l&^ 4P«IM^ficX, IQfiRM^fleft. 

x**c*w»*jbc«. ^mmm^mm, ^nmrnm^mm, 
»^ imnsttRS* 

*JBc*. ra»¥**18c*. 4BZ,»**J6*, raz, 

2-&*-4-&;*jbc£x 2-j»*-6-n-^igc*, 2-mm 
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J3£S> 3-^-6-j«J3£^ 3-il-4-I^Ii> 4-lS-3-tfiI, 

2-m^-5-m;£j&^ 2-^¥i-4-t*jsi, 4.^-5- 

2-iii-4.fi-5-i^i, 2-?s-4-is-5-i*ii> 2-^ 
-4,6--mmmm^ 2-^m-4,6-~m^mm^ 4-mm-2,6-—m^mm^ 2- 
mm-4,6--^m t m^mm, 2-m,m-4,6-=iwm^mm^ 4-S¥» 

2-mm-5-m^m, 2-mm-4-m^Bm^ 2-mm-3- 
m^mm. 2-ti-3-ifii> 2-mm-4-m^m. 2-mm-e-^m,m 

fil^ 3-^-6- ¥«,^J&:^ 4-^»-6-lf #C^I&^> 2-^-4- 
¥^*J&^> 2-ll-3-¥ifKI^ 3-lI-2-¥Sf^I^ 4-^-2- 
¥^JKS, 5-^S-2-¥*^«> 2-ti-5-¥IfiI^ 2-?£¥^- 
6-¥S$)Si^ 2-^¥i-4-¥$fiI, 2-¥^-3-|§¥^«:^> 2- 
¥^-5-2£¥^J&S> 2-fCS-4-^;£J3£^ 4-m^-2-?^S^J^S. 

2- ¥^-4-^^^jks, 2-mm-3-mm^mm, 3-^m-4-mm^mm, 

3- ^m-4-^m^m, 4-mm.m-2-^m^mm^ 3-iis-4-f«f)g 
m> 2-mmm-4-w^mm, ^mm, M^m^mm, wm^m, 
h 2-mm^mm-, *m-2-mm. m^.-3-m.m^ ^-4-m, 

s-mw>m-2-n<m^ 5-m-2-ffimw>t&-2-m.m> 4-^m-3-mm^m-2- 
scs> 4-wm-5-ffim\ki%-2-um, 3-ffimv&yfc-2-M.m, 5-i»m«-2- 
3-^m^-2-m^> 4-^mmm-2-u^^ 5-^^^-2-m^^ 
6-wm^-2-m.m^ 4,6-r.^m^-2-m.m, 2-^m.m^-s-m.m^ 5- 
Mfe-2-m.m^ 2-M.»\kf%.-3-m.m, 2-m^s-mm^ 3,5--apiti^-2- 
m,m> 3 ) 5--m.mM-2-%m^ 4-mm-3-mmm%-2-n.m^ 4-^ms-m 
mkm.-2-m.m, «-6-is> mm^-2~n.m-, v®&-2-m,m, «- 

4- m.m, 5~m^-2-m.^^ 2 i 6--^mm^M-4-m.m, 4,6--ef^« 
-3-11, 4,6--¥m.mm&-2-m.&, 4-^m-6-^mmm-2-m,m, 3-& 
^mm-2-n.m^ 4-wm,m-5-wm^-2-m,m^ 2-wmm^-5-um^ 
4-SC-6- ¥*€B$-2-ics> 6-M.-2- ¥WLMmyfc-4-m,m^ 4,6--wLv$yfe-2- 
um, 4,6--mpf b^-5-^^> 4-f¥gv$m-2-m.m, 3-mmmyfc-2-m,^ 



10 



WO 2004/018427 ^pjT/CN2003/000711 

m%ft^immMMtf}mwj&&, «#-«jswiirw 2o~ioo mg m 

* 10-50mg/mL fcURJI^&I&WIM&fc^ 

^m^mm^mw^mm^o mat, xt*&mtoV5W4t*itoM 

-®Likm$mm, mmm, mz>m*m&m, mmmrn, mmmm, # 
&tk, h&, z.m, -wm, m~mft&ftm&&&mtttii> s&^> 

4Mtfte/fttitt(fl$n, 1£&te> *s«u r«r*. 

«w»«r«ffi-fr«r , t , z^rw-&Jefl»«i. ss&fcN nflsfci, 
s^ts****!*^. -t-ttAWtosb**. 

«*ffiJfU*^T** 20-100mg W*»58ttflS^«l- a^wtta-fr* 
*J»l^«W«i^W, *4MWN*Hr 10-50mg/mL 

-£-^„ 3&^;7j $£#!j#n Rl#jE Remington's Pharmaceutical Sciences, Mack 



u 
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Publishing Co., Easton, PA 1985„ iMXM.^iit^im^^^A^Xo 

50-100 mg/k g «o ffi&m%*h%)&1fe4a^m.^'A, ffi, #0> UN 3^ 

=Mttft£. JSftWJfiffi^RI*^^ 50-300mg/^o nrmSflSH. 



a l ML^&WM-Mfcik'&W 5,6--(fsjz l m*^J^)-2,3-PH:^ 
-K (#&) Xt COX-1 A^aHTMUMflUB - £4>=ftW&XtJ*l3S*&*r 

cox-i rzL&xmmMftmo 

m 2 s^*^bj^-^#^^^ 5,6--(fl£m**j8)-2,3-ittije 

-H (#p D a) W$!l#^^#6<J COLO205 *Mlftg}j|lo & + WftPHtt 
5Stil5U COX-2 6?I«I«!l^fli*&HS*A#ft#4fc«l^- 



3f$£ 1: m 2,3- — ^SPtfcBt (0.0027 mol), (0.0054 mol)#! 

NaIO 3 (0.0009 mol)$#^ 160ml 7jc (80:1, -f^^R tb)&<3 M^^^f!j •t 1 . 
«# 2 /Jmu, lias, j*4ft£&lfcjg, ISKttMMttA. 

fe*fr5fc 5,6--^JK-2,3-Pttl!S — S3. /^^J 25%~45%, 
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2: m 5-^-2,3--^^ntbB^(0.0027 mol)<ft# 2,3--^ntkP^ 

i w^s. nm^nrw, 35%~5o% 0 

3: £ lOOmL ^m^^W^CpH 6.8), iPA 30g 

trg|£4k, K^^J^J 320U/g), #^$M;M#T, I^I&tjJPA 2,3-— 
f2^fl&PJt(0.005 mol)^P^JK(0.010 mol)o ^# 2 <Mtt, WMiit&o J± 

m, mw^m^^mm^m, wmmnu^ 5,6--^^-2,3-BitB$ 

-||, /^^J 20%~35% o 

T^^^JB^ H 1 MNR, IR, UV, MS ^tgH^OTI^o 
Ig&T: 

C 17 H 13 N 3 0 2 , it^ffi: C, 70.10%; H, 4.47%; N, 14.43%o ^SfiUft: 
C, 70.24%; H, 4.36%; N, 14.39%, UV: kmax, s(WW)'. 233, 10568; 270, 
9882; 399, 7580. v(KBr): 3310, 3212, 3057, 1721, 1658, 1581, 1518, 
1447cm- 1 o 1 HNMR(DMSO-d 6 , 90MHz): 8 10.44(1H, s, N-H), 9.47(1H, s, 
N-H), 7.41-6.96(10H, m, Ph-H), 5.99(1H, s, C4-H)ppm 0 FAB MS: m/z 
292(M + +l)o 

2,3-nttig— m&]^J& 

m 2,3- Pit & (0.0027 mol), 3j£j^(0.0027 mol), MU^B 
(0.0027 mol)^PNaIO 3 (0.0009mol)^T 160ml 7K-^MS(80: 1, #^Rbk) 
^m^^J^om#2/jNHt,#*^cJ £c ^jl^,ffi^S(100-200 

%)Mtfrfri%> 5-*j^-6-(^u«:^j^)-2,3-pit^— mm 6-%j&-5-($$ 

S^^c)-2,3-RtkB£~llo j*m%J 8%~15%o ltkHi3Z^|W)N"Rr#5lJ 5,6- 
-^^-2,3-PtbBS— Mm 5,6--(^m«)-2,3-RH;R^z:fflo 

j^^B^H'MNR, IR, UV, MSSl7U^^t/f^l^o 

mifcw 3: 5-tt^m,^j&-6<ttWiWtm,^j&)-2,3-u\tfe-mm 6-m- 

m 2,3--f£SPtt;Pj£(0.0027 mol), ^^^^^JK(0.0027 mol), M 
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J&BfefC£3ElBc(0.0027 mol)#J NaIO 3 (0.0009 mol)$#^ 160ml zk-^POT 
(80: 1, #fttfc)tttt*ttlF!l*. «*M&4<|Mtt, #gil^o }*<»£3± 
*J§» flf*ij&(100~200 g)ttM«f^K, ?#S'J 5-MWm^&-6-(ttm 

flfcBl— K. 12%~16%o jJfc&&&|W!BtPr#£!] 5,6-~()^^^ 

*BD-2,3-ittift-MSiii 5,6--(^^m«:S^JK)-2,3-nti:p^-ffi. 

j^g&WB&tfMNR, IR, UV, MS 7G It 3Hff 31^. 

£M#|J 4; 5,6-— (X5f*C*JK)-2,3-lftliez:SW^^ 

# 2,3- -^^Btt^ (0.0027 mol) , ttM.3fc!fc ( 0.0054 mol) 5fQ NaI0 3 
(0.0009 mol) »^ 160 ml tMsMP (80:1, #|Rtfc> 6tl?i'£i#^J c K 

5,6-— (Xd"iC^JK)-2,3-nlt^— Ho 42%~60%» 

T: 

C 17 H U N 3 0 2 C1 2 , ft&fc* C, 56.67%; H, 3.06%; N, 11.67%o ^ 
99 {ft: C, 56.76%; H, 3.04%; N, 11.56%o UV:A,max, s(¥0):211, 
5931; 237, 7119; 278, 3722= v(KBr):3268, 3029, 2924, 2860, 
1721, 1658, 1595cm" 1 « ! HNMR (DMSO-d 6 , 90MHz):5 10.91(1H, s, 
N-H), 9.62(1H, s, N-H), 7.47(4H, d, J=4.9Hz, Ph-H), 7.05(4H, d, 
J=5.6Hz, Ph-H), 6.01(1H, s, C4-H)ppm„ FAB MS: m/z 360(M + ) o 



5: 5,6--mwm.m^m)-2,3-v\kfe-m&}^f& 

#f 2,3-~^SPitP^ (0.0027 mol) , ^¥*,S^JK (0.0054 mol) 
fP NaI0 3 (0.0009 mol) ^ 160 ml zM^pffi (80:1, #fRbfc) ftj?g 

mmZL&ffim S ) 6--(tt*¥m,m3frJ&)-2,3-V}kife-mo 32%~50 

%o 

j^m^m H 1 MNR, IR, UV, MS ^7C^tlf MtWMIm 

T: 
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C 19 H l7 N 3 0 4 , ThJTA: C, 64.96%; H, 4.84%; N, 11.96%. 
^: C, 64.73%; H, 4.80%; N, 11.75%. UV:Xmax, e 229,12283; 
273,8750; 405,5971. v(KBr):3268,2938,2839,1714,1651, 1581,1519, 
1461cm" 1 . 'HNMR (DMSO-d 6 , 90MHz):8 10.42(1H, br, N-H), 9.46(1H, s, 
N-H), 7.35(2H, d, J=6.0Hz, Ph-H), 7.05(6H, d, J=5.6Hz, Ph-H), 5.82(1H, s, 
C4-H), 3.78(6H, s, (C 6 H 4 )-OCH 3 )ppni„ FAB MS: m/z 352(M + +1). 

££fc#ij6: 5,6--(f0]E^)-2,3-Blt^-ffl^^ 

& 2,3-— Ig^lttfJl (0.0027 mol) , fU^^J^ (0.0054 mol) #1 NaI0 3 
(0.0009 mol) 160 mlzMiPSP (80:1, #^tb) itt^lirM* . 

*5,6-— (WtC*ft)-2,3-ltt*-l!. j £c ^3j36%~57%. 

Ts 

C 17 H„N 3 0 2 C1 2 , C, 56.67%; H, 3.06%; N, 11.67%. ^ 

9!!] 4ft: C, 56.76%; H, 3.04%; N, 11.56%. UV:Xmax, 6 217,7740; 
238,7121; 396,4577. v(KBr):3226,3064,2853,1721, 1658,1602,1581,1518, 
1475cm" 1 . 'HNMR (DMSO-d 6 , 90MHz):5 10.99(1H, s, N-H), 9.58(1H, s, 
N-H), 7.42-6.90(8H, m, Ph-H), 6.05(1H, s, C4-H)ppm. FAB MS: m/z 
360(M + ). 

7: 5,6-— (4B¥*ft)-2>itti!fc— KW-Mfc 
& 2,3--^^RtkB^ (0.0027 mol) , M ¥^JBc (0.0054 mol) S3 NaI0 3 
(0.0009 mol) 160 ml zK-^PIW (80:1, #^tb) iftfl^TW - 

5fc 5,6--(4P¥^)-2,3-nH:^-IMo 27% -45%. 

J £c ^^a^H 1 MNR,IR,UV,MS^P7G^^tffH^, A#$W£n 

T: 

C, 9 H 17 N 3 0 2 , Tt^C{t: C, 71.47%; H, 5.33%; N, 13.17%. ^$3 
C, 71.59%; H, 5.37%; N, 13.25%. UV:Xmax, e (fSf£): 226,5064; 



15 



WO 2004/018427 ^p^T/CN2003/000711 

270,4621; 388,2975, v(KBr):3282,3057,2917,2853, 1721,1651,1518, 
1510cm- 1 , 'HNMR (DMSO-d 6 , 90MHz):5 10.54(1H, s, N-H), 9.40(1H, s, 
N-H), 7.31-6.92(8H, m, Ph-H), 5.37(1H, s, C4-H), 2.20(6H, s, (C 6 H 4 )- 
CH 3 )ppm, FAB MS: m/z 320(M + +1)„ 

m 2,3-—5gSftkPS (0.0027 mol) , M*¥?fcJ& (0.0054 mol) *Q NaI0 3 
(0.0009 mol) 160 ml zK-^MH (80:1, #3Rtfc) ^rM^M]* . 

*5,6--(Xt¥*lR)-2,3-Ittl!e— H. 32%~54%. 

f^o^m H l MNR, IR, UV, MS ^n^^Hf^, ^#^^$P 

T: 

C 19 H 17 N 3 0 2 , -frlT-ft: C, 71.47%; H, 5.33%; N, 13.17%. £M 
ft: C, 71.15%; H, 5.29%; N, 13.19%. UV:A.max, 8 212,10750; 
231,11261; 276,8773; 399, 6552, v(KBr):3353, 3261, 3128, 2860, 1721, 
1658,1609,1518, 1526cm' 1 . 'HNMR (DMSO-d 6 , 90MHz):8 10.27(1H, s, 
N-H), 9.38 (1H, s, N-H), 7.26(4H, d, J=4.9Hz, Ph-H), 6.95(4H, d, J=5.1Hz, 
Ph-H), 5.93(1H, s, C4-H), 2.33(6H, s, (C 6 H 4 )-CH 3 )ppm, FAB MS: m/z 
320(M + +1), 

9: 5-X5TZ»Bfe*JR-6-*lBc-2,3-lttie— SW^-J® 
ft 2,3-— IgaiBlkBll (0.0027 mol) , 3£J& (0.0027 mol) , JtfZ»Bfe 
3f]gc (0.0027 mol) #1 NaI0 3 (0.0009 mol) 160 ml 7K-^ Fffl (80:1, 

fejlfe (200-400 g ) ft/I^l*. #5llitfe»* 5-^Z^|5fe^Jgc-6-«- 
2,3-Btt^-H.J fic ^^ 23%~45%,jit^^IWjBtRr#i!j 5,6-~^-2,3- 

nttBS— Ho 

J £c ^I^^JB^H , MNR,IR,UV,MSS37Gm^tr^l^, J^ifc^P 

T: 

C 19 H 15 N 3 0 3 , Tt-JMfiL: C, 68.47%; H, 4.50%; N, 12.61%, 
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fi: C, 68.95%; H, 4.36%; N, 12.36%o UV:Xmax, e(¥l?):207, 2529; 
284, 2983; 404, 1037» v(KBr):3402, 3177, 3057, 1721, 1672, 15741, 
1518cm' 1 » l HNMR(DMSO-d 6 , 90MHz):8 10.87(1H, s, N-H), 9.62(1H, 
s, N-H), 8.07-6.94(9H, m, Ph-H), 6.26(1H, s, C4-H), 2.57(3H, s, 
(C 6 H 4 )-CH 3 )ppm 0 FAB MS: m/z 334(M + +1)» 

l5$i&#lj 1 

5,6-— (lUZ»Bfe**JBc)-2,3-lttl5fe— WWftil COX-1 KJtS$I& 

0.1M Tris HC1 &$£(pH 8.0, 0.5 pM JfiLfil*), B 
Epg2«-J&£fc^& ( TMPD 17mM), 3££H:)M(A.A. lOmM, 
^7.KZ»i?)> COX-1(0.50 ng/ml, 23833 #.&/ml). ^O^JH^tE^ 
(lOmM, indomethacin(10mM, ¥3EP,)> celecoxib 

(lOmM, ¥3EPl). 5,6--((UZilfea6*l8c)-2,3-lttljfe— M lOmM, 

^ — tk-feM + iP 960 nl 0.1M Tris-HCl, BHP#PA 4^1 
COX-1, ¥«30fj>. *PA lnl«I»M^B, -£iPiPA 15*d TMPD 
5fD15nlA.A= &$3, -ttfHtB. ^611nm £t 111 JfeK ^« 

tarn 1 0f^» i mm, cox-i m^mjt^w^j 

#JFJ#TEfl^ celecoxib 5fP indomethacin -*5^W#JMW*|-J&& 

ffifct, #£Eto4fc-£4&*r cox-i WHiffeflFEfi. 

Wi&^J 2 

5,6-— (mzinm&mw-tikfe—mnffl cox-2 

#$4 Cayman Chemical Company(U.S.A.)tfjifflJ5&$c COLO 

205(fi£#£-80°C), $lil(lX trypsin-EDTA), *fflJ&ig#?£(RPMI 3g# 
WL 1640, t25mM HEPES ^#*£*P L-#&gfeI8c, 10% /h^JfMfc. 
2% $^&^#$L(1X PBS, NaCl 8g, KC1 

0.2g, Na 2 HP0 4 1.44g, KH 2 P0 4 0.24g, JP7.KM 800ml , ift pH 
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m 7.4, iLo ^^^#), mmm&wi (rpmi 

1640, t25mM HEPES L-^Mc; 10% DMSO 

»*). H^^JKSBI^^JA: [tlT^I**E2(PGE2)«*J#-*^|*No. 
514010.] JUT S Cayman Chemical Company ( U.S.A )„ 

£ffiJ5fc:Jg##jAL ((Laboratory Manual of Cell Biology)) , & 
D.O.Hall ^0 Shirley E. Hawkins lift, &&^^lfr(New York, N.Y.) 
#J Crane, Russak & Co.tiBiK 1975 ^Wi, MM^'MMfe JUL Cayman 
Chemical Company ( U.S.A )ft^W[HT3niJ»* E2(PGE2)tS$*F.)&-#.&|£ 
No. 514010]<f #fWif#mHJ. 

2 ^f^o 2 #tB, cox-2 fom&*VL3tM7 

JtWHfelflJ celecoxib ft indomethacin fiWflJW J.tfe^PJ7;fc£BJ>fc^^ 

6tBjs«J$!l- *a?9W^4ftx* cox-2 WWiftH^ffllt cox-2 

Wf&lfcl indomethacin ft celecoxib SUISSE. 



WJ3 

5,6-~ (|b] Z»m^^JK)-2,3-Rfct^-@ll^P 5,6-~ (fiJ^^^J^)-2,3-PH: 

fcJftfctifcfcR 40 K, 4 ffl, BPSext^^. 5,6--(iU 

z.«fe**iR)-2,3-rtfeije-i!ai, 5,6--(i^i^s^j^)-2,3-pH:^-ii^a^ 

W»rE*M<NlRJm, it |Sa*RjgJK*JEM:ATttA 0.1ml* 

( 3%¥^ ), 24 *Htjg4HwarF* i ff^^jfi^^i?, %m 

*. ARifeaHRIt, 1991 JftK, »aifi«i^fe)^*J«3feJ£fth#«. 

^ 1 



* 1 





ffil* (mg/kg) 


was* (%) 




0 


0 


5,6--(fiJZ.Bfe**JK)-2,3- 


5 


62.5 


ntb^— mil 
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5,6--(fiIift**B!)-2 f 3-ltt 


5 


45.5 










50 


10.1 



T3«#lJ 4 

5,6--(fH] Zxm*^)-2,3-nlk^-a0^P 5,6-- (f!JI»^$c)-2 } 3-fi|fc 
tt&Jfc&'Ml 40 R, mifrm 4 fi. BP&fiX*RltfL. 5,6-— (fi] 

£E«*Jf&)-2,3-Ptt;p£-81*fi, 5,6--(fpj|t»^j^)-2,3-BH:^-Sim^n 

w^E*wjfom, mm. io a. isa^wh. 2 «£0t?ij^j 

SPflSU&25« 60 m 0.05 ml -¥^(^t)f^)^^^i.^^ : o 4 

<hRtJg*<MLtt5E. /Bfifc 5.5 mm WJT?L*^»I«iE. 





£Ufi (mg/kg) 


WSfeWHfel* ( % ) 




0 


0 


5,6--((UZ,^^)-2,3- 


30 


83.2 


5,6--(|^^g^Jg)-2,3-Blt 


30 


65.5 




100 


30.1 



5 

5,6-H (fU ZiftS^KW-lttlfe-Hfll 5,6- - (fHlfta6*IR)-2 f 3-ltt 

40 k, mw.^ 4 m> apjeaxtjaia, 5,6-— cr^j 

Z.«fe**JK)-2 f 3-ltt*-i|ffl, 5,6-Zl(Wl!ft**fic)-2^-ltt«-Wa# 

mm^Mmma.^ mm 10 a, &m 3 *#r#jftj 

*PJK&$i. l^g/ml MliJft 0.1 ml, ^BP*T# 

Iftffi* 1% #:£#Tl£ 1 ml. 15 4H*B*t5E. ***ir»*6AJft»T. 



WO 2004/018427 ^^T/CN2003/000711 



3 



£31 


^JSCmg/kg) 


^L7tm.( A) 






U 


A AGO 


A 
U 


5,6-— (filZillfeai^ 
J8c)-2,3-lttte— Wffi 


10 


0.081 


19 


5,6--(W*** 

J&)-2,3-pH;p£— 


10 


0.084 


16 




160 


0.086 


13 



T^^^'J 6 

5>-(Pl]Z»Bifeafe*Jgc)-2,3-lttie— iiw#3a«i& 
BJl 0.5% DMSO #J?#, E/aj^ffltt&ft***. «JSfc'>R 120 JR, 

12 &, loR. ihmc^i* 5 t»^H5i, 



^4 















mw#m 




jl(mg/kg) 






mm 


ftlfi(mg/kg) 








3000 


10 


0 




3000 


10 


0 




2100 


10 


0 


%m 


2100 


10 


0 




1470 


10 


0 




1470 


10 


0 




1030 


10 


0 




1030 


10 


0 




720 


10 


0 




720 


10 


0 




0 


10 


0 




0 


10 


0 


55## 



7 



20 



WO 2004/018427 ^p^T/CN2003/000711 

/hi, 170 17 ffi, BP£&5ttJ$a, 5,6-— ((SlZ»Bfea 

^^)-2,3-Rtki!£-ffi^, 5,6--(^I^S*^)-2,3-nH:ig-Si 

+ . tea, 5,6--(Xtlfta*iBc)-2 f 3-lttBe— SJli, + > tea. 5,6- 

-(ttft*RW-ittflfe— tea. 5,6--(*fsp**lft)-2,3-itt 

^-nffi, +tea*iw»rE#^J»Ha» ^a io r. ^*#t^'> 

0.1ml/10g, 3£iP^/hll ( fl^IE + *^fe±^— 0.03ml/Ao 20 

AW It^f ft - #JAMH-7X(7/3, #«tk)» 
ft. 7ml, gUf&j&g, 2-3 2000rpm 

10 3Lt»»HF 590nm *htfefeW£:ft*&. Bl*l«l&Jfctt 





a#j 


MM. ( rag/kg ) 


OD{& (A) 


0.5% CMC-Na(£6*fJ8Da 


0.4ml/R 


0.442+0.240 




6.5 


0.198±0.190 


5,6--(fs] Z»BJIi**K)-2,3- 

Ktte— wa 
te^js 


1.0 


0.241±0.121 




3.2 


0.035±0.049 




6.5 


0.019±0.018 


B^-Eia 
te^j* 


1.0 


0.038±0.026 




3.2 


0.030±0.010 




6.5 


0.036±0.011 


5,6--(^^S^J^)-2,3-Blk 

[g— ma 

teftJ4 


1.0 


0.089±0.054 
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3.2 


0.043±0.023 




6.5 


0.030±0.012 




1.0 


0.142±0.098 




3.2 


0.035±0.026 




6.5 


0.015±0.015 


5,6-Zl(^^S^J^)-2,3-Ptb 


1.0 


0.049±0.049 




3.2 


0.011+0.022 




6.5 


0.05 1±0 .042 



±^^u 1-2 mm . & i m^M*nw^\tifemffi<kw cox-2 
^wtt&iftftjftjfi^, mm cox-i &}W$wm%m&o ^atmit^- 
cox-2 mfo&Mmn&mwm* ±3&&&w 3-5 mm, a i 

n&m'&, &±&}myQ. i mm, 
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1. £ Ij^fiMfc^*: 




5£ I 



x & y ft* s at , s JiiCT*l&ift r, $ R 2 
SF***^** 1-3 6 c,-c^ JMttf£«**^ c r c 6 M 

Ajttsmuc* a** at** -(c,-c 3 ms¥ms> mm 

mwtm^ mmm, t£> ^(c r c 3 )^> (c r c 3 

^g)ms*n (C,-c 3 W • 

R r X- R 2 -Y- *S3aS:ifei£Sxt¥*lBc*N 4U IU¥ 

MZs&3zm&> $iz>mizmm* mz^m^mm^ x*«ufc*. 

4B*;$iB:£* PUftSUK^ Xt«t*«c*. ««t*K*. ra**Bc*. 

«P**Bca6^ *rw*&^ 
ra«*jgc«. mm^mm. mm^mm^ tmm&j&m. rtmm 

mn.^mm^mm. tiwm&*&&* 4p¥«£*k*^ 

Rfti*^^ 5ttZ»&£;fc}K£. $PZ»ft£3£J8c^ f5JZ.***K 
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«M^JKtt, RUMOUR** 

K»¥**l8c*^ XtZiBteWISc^ 4BZ»Bfe3£3£JBc^ faJZ.mS^M 



f % T 



ks, 2-&*-4-**Bca^ 2-mm-3-m^m, 3-mm-2-%^mm> 

3-^*-i5-«C*JS*. 3-^-4- jtC^Jgc*^ 4-^^-3-«,«S> 2-1R*- 
5-**K*. 2-f£¥^-4-|«JK^ 4-&*-5-¥*£-2-*C*]R*> 2- 

2-^m-4-mm-5-m^mm, 2-^^-4,6-- 

2-^^-4,6-- 4-1^-2,6- ~i»J^> 2-£*-4,6- 

mitmm* 2-mm-5-m^m> 2-mm-4-f&&m&> 2-^-3-m*^ 

2-tI-3-I$fi, 2-Sft*-4-W*lR«, 2-8fc*-6-¥*3»I8*> 
2-»a6-3-¥**IR*. 3-|ft*-2-¥**JR*. 4-»af-2-¥«*JK 

g> 5-ii-2-fi?)gi> 2-ts-5-¥i«> 2-^m-6-wm^. 

mm, 2-»¥»-4-¥**JBc*. 2-¥*-3-»¥**tt*- 2-¥*-5-3S 
Ml-4-iSfII> 4-m^-2-^^*lS*. 2-¥^-4- 
2-2£S-3-l£S*JgcS> 3-»*-4-»ai*J8c*. 3-»S-4- 

4-flt»*-2-¥**iBc*, 3-mmm-4-^m^mm, 2-m 

2-§^M^; Plfcl£-2-&^> PlW-3-^S. PHlP^-4-E^> 5- 

4-wm-5-ffim&vfc-2-m.m, 3-mm»tt,fe-2-nm, s-m^\t^-2-n.m> 

3-¥iPlfct-2-Hi, 4-EpSP«-2-itS> 5-?£ltt!&-2-«;£. 6-¥* 

p«:ig-2-ms> 4,6--¥*pitp^-2-^is> 2-wm,m*\k®i-5-m,&> s-nnit 

m-2-M.m, 2-fCPtfcPji|-3-iC^> 2-StnfcB£-5-SS. 3,5-~ fcnftlfc-2-IM. 

3,5-~m.^-2-nm> 4-wm-3-mm^-2-m t m^ 4-^m-5-vm^- 
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2-ti> MWtm-2-m.m; mfe-2-m.m> mfe-4-m.m, 

5-mmfe-2-m.m> 2,6-~^m^fe-4-m.m, 4,6-~wm.mmfe-3-m.m, 
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